Meeting May 181961
Case for Diagnosis ? Eruptive Melanomata A W McKenzie MRCP (for H J Wallace FRCP) M N, female, aged 25. Nursery attendant History: Two years ago this patient noted the appearance of a non-pruritic nodular eruption on the buttocks and arms. New lesions had continued to appear, with the probable disappearance of others. General health was good, with no other specific symptoms. On examination: Reddish-brown nodular lesions, some with superficial scaling, were present on the buttocks and arms. Lichenoid lesions were also present on both forearms. General physical examination, full blood count and X-ray of chest were normal. Comment: Clinically, the diagnosis was thought to be either the lentiginose profuse of Brocq (1921) , or the group recently described by Sanderson (1960) eruptive telangiectatic cellular ntvi.
Biopsy in 1959 showed the histology of a cellular nmevus with junctional activity, while another in 1960 showed a picture of malignant melanoma. It was difficult to reconcile the apparent benign clinical picture with the florid histology of malignancy. There is segregation of nmvus cells at the epidermodermal junction with invasion of both the epidermis and the underlying cutis. There is also a considerable inflammatory reaction demonstrable. Without knowing the history of the case one has to make a diagnosis of malignant melanoma in every specimen. Multifocal melanomata are known and not unusual. The history of the case, however, shows that the lesions behave clinically at least for the present as perfectly benign. Juvenile melanoma in an adult has, therefore, to be considered. This lesion as described by Spitz (1951) shows a typical histology. The chief characteristics are verrucous epidermal hyperplasia with segregation of bizarre nmvus cells and Sophie Spitz giant cells. There is also cedema of the corium with maximal dilatation of vessels. Inflammation and mitotic figures complete the picture. This classical histology is unfortunately not found in every case, otherwise the diagnosis would be easy. In my experience there are cases of juvenile melanomata which are very difficult to distinguish from true malignant melanomata. In cases like this one has to consider the age of the patient first to make a diagnosis ofjuvenile melanoma. Even so, the patient has to be put under long surveillance as only the clinical course of each individual is able to provide a positive answer to such a difficult problem. REFERENCE Spitz S (1951) Amer. J. Path. 24, 591 Dr H J Wallace: Some of these melanomata have evolved from the smaller lichenoid lesions. Dr G A Beck: Should one advise this patient against pregnancy? Professor C D Calnan: I think it is conceded now that pregnancy does not have the adverse influence on malignant melanomata that was previously supposed (George, Fortner & Pack, 1960, Cancer 13, 854) .
Trichophyton rubrum Infection with Griseofulvin
Intolerance Suzanne Alexander MB (for H R Vickers MD FRCP) S 0, aged 22, female, research student History: First noticed discoloration of toe-nails in May 1959, and of left finger-nail in July 1959. Seen in the out-patient clinic of the Radcliffe Infirmary in November 1959 when all the toenails and the left middle finger-nail were found to be infected with Trichophyton rubrum. Griseofulvin 1 g daily was given from November 13 to November 23 1959, when she was admitted to hospital with malaise and diarrhoea and found to have a generalized pink macular rash, splenomegaly and hepatomegaly. Griseofulvin was stopped immediately on admission, the diarrhoea subsided within twenty-four hours; the rash faded after four days, and she left hospital on the eleventh day. Since then, she has remained fairly well, except for recurrent attacks of 'chilblains' on the hands, even in warm weather, and a marked recurrence of the Trichophyton rubrum infection of the nails, which had apparently cleared after the griseofulvin. One month ago, a circinate pink rash developed on the dorsum of her hands. Past history: Chickenpox; measles; tonsillectomy; carbuncle on arm, 1954, treated with penicillin; Herpes zoster, 1958. Has had chilblains 'for years'. She used to get them badly on feet and mildly on hands, but latterly she has had them more on hands, and her feet have been relatively clear. Family history: Parents both alive. Mother has 'heart disease'. No family history of Trichophyton rubrum infection, but several uncles and her grandfather worked in mines and patient has stayed with them.
Clinicalfindings: Finger andtoenails are thickened and white. The hands are cold and show 'chilblain circulation', and there is a diffuse reticulated macular rash on the dorsum of the hands. Spleen just palpable. General examination otherwise normal.
Investigations: Hb and R.B.C. normal during the whole period of observation. W.B.C. persistently lowaverage 3,000 (polys. 2,000). Platelets, reticulocytes, and film normal. No L.E. cells found on repeated examination. W.R. and Kahn negative. Coombs test negative. E.S.R. persistently raised (40 mm in one hour in January 1960 to 20 mm in one hour at present) (Westergren). Serum proteins: Total 8 4, albumin 5 0 g/100 ml. Plasma electrophoresis shows some increase in y-globulin. Bone marrow examination normal.
Urine normal.
A complement-fixing antibody to griseofulvin, of the incomplete type (as shown by Coombs test), and present in the y-globulin fraction of the. serum has been found.
A positive Prausnitz-Kiistner reaction was obtained in a volunteer on intradermal injection of the patient's serum, followed by intradermal injection of griseofulvin four days later. Transfer of passive cutaneous anaphylaxis to two guinea pigs was unsuccessful. Skin biopsy from finger: Chronic non-specific dermatitis.
Comment: This girl was treated with griseofulvin in November 1959 and developed a sensitization reaction ten days later, consisting of a pink morbilliform rash, a fever of 102-8' F and hepatosplenomegaly. All these subsided quite quickly, but she has since then had a persistently raised E.S.R. and changes on her hands which, at one time, were thought to be those of periarteritis nodosa. L.E. cells have never been found and her general health is fairly good. Skin biopsy from lesions of the hands was not suggestive of lupus erythematosus. The patient was anxious to have a further course of griseofulvin, but we felt this would be unwise. Because of the possibility of sensitivity to griseofulvin, a search for antibody was made: her serum was found to contain a complement-fixing antibody to griseofulvin, and this was shown to be in the y-globulin fraction of the serum by testing the various fractions of the serum obtained by electrophoresis in agar. This antibody did not act as a precipitin, and Ouchterlony plates were negative. Nor did it give direct agglutination with red cells which had been incubated with griseofulvin, but it was of the incomplete type and could be demonstrated by the indirect Coombs test using griseofulvintreated cells. It appeared to be specific as there was no complement fixation with penicillin (which she had had in the past), streptomycin or tetracycline, or with normal skin or warts. There was, however, complement fixation with an extract of white blood cells and with D.N.A., and these findings are quite common in collagen diseases. The sera of twelve other patients treated with griseofulvin were tested and did not contain an antibody to this drug, but a similar antibody was found in the serum of a 64-year-old farmer who had a 'light sensitivity' rash seven days after taking griseofulvin. He too complained of dizziness and malaise, but his rash very much resembled discoid L.E. It subsided within a week of stopping the drug. The serum of neither patient was tested at the height of the reaction; both sera were found to contain this antibody one year afterwards.
The histories in both cases are suggestive of a causal relationship between griseofulvin and the sensitization reaction.
Dr H R Vickers: I first saw this patient in November 1959 at the height of the reaction when she developed the rash. The rash started on the hands and feet and spread centrally in the course of twenty-four hours. Apart from having chilblains she had had no real trouble with her skin previously, and had been quite healthy. After discharge from hospital she went to Cornwall for the Christmas holiday, and when we saw her in January she had other lesions on the back of the fingers and toes. These were raised, rather hard papules, and Dr Alexander wondered then whether she was developing polyarteritis nodosa.
The lupus erythematosus-like appearance of the skin has only appeared within the last few weeks; she at first had a little atrophy but it is much more like lupus erythematosus than it was some time ago. The scraping from the skin did show Trichophyton rubrum but it does not necessarily mean that the skin change now seen is due to Trichophyton rubrum infection. She is anxious to get rid of it and wants us to give her more griseofulvin but we feel that we may precipitate disseminated lupus erythematosus or one of the related auto-immune reactions.
Is it safe to give her griseofulvin and remove her nails, at the same time giving her steroids to counteract the lupus erythematosus effects? My own view is that one should not do anything potentially toxic, particularly in a young patient.
Dr A J E Barlow: The original case I described (Barlow et al. 1959 ) twice developed a marked leucopenia after taking the drug but on the third occasion the drug was given without any significant alteration in the blood count. Another man developed an erythema of his face on two occasions after taking griseofulvin and stopped the drug of his own accord. I have never seen anyone who has developed a lupus erythematosus pattern of reaction to griseofulvin and from the history the two would definitely seem to be associated. The fact that her complement is still fixed by griseofulvin would, I think, make further administration of the drug extremely dangerous.
REFERENCE Barlow A J E, Chataway F W, Hargreaves G K & La
Touche C J (1959) Brit. med. J. ii, 1141
Dr A Jarrett: This may well be a primary collagen disease of the lupus erythematosus type, and it is well known that these patients react abnormally to drugs. In this case the drug happens to be griseofulvin. Dr P D Samman: I have one patient who presents a very similar picture to this; he has a very severe epilepsy which is controlled by anti-epileptic drugs and has patches on the fingers almost identical with this. When we started griseofulvin it upset him completely, and he became so severely epileptic that we withdrew the drug. The erythema was present before the drug was given.
Dr, Brian Russell: The patient has 'liver palms', and I Wy4Rder, if a disturbance of liver function is the background to this toxic effect. Cholesterol 512 mg/00 ml. F f a trypsin normal. Serum lipoproteins raised. Serum pro teins within normal limits. Liver functioIn tests, electrolytes and blood urea normal. Insulin tolerance test: normal insulin sensitivity. ECG normal. Blood count: no significant abnormalities. Progress: The patient was placed on a 1,000 calorie diet, and within one week the serum had lost its turbidity, and her glycosuria had nearly been eliminated. Fasting blood sugar had fallen to 132 mg/100 ml. Comment: This is a case of idiopathic hyperglycemia in which glycosuria is an unimportant concomitant. This condition is distinct from the hyperlipwmia which may occur in ketotic patients, with severe, untreated diabetes.
The following cases were also shown:
(1) Cat Scratch Disease (2) History: In 1924 'yellow translucent nodules' appeared on the forehead. Since then she has had many similar lesions on the forehead, temples, eyebrows and cheeks. In the summer there are exacerbations presumably due to sunlight. She was previously shown at this Section as a case of lymphocytoma (Pegum 1954) . In 1960 she developed a large lump on the left temple, which was diagnosed as lymphosarcoma. On examination (May 1961): On the left temple there is a collection of translucent papules. Else-where on the forehead and temples can be seen scars, the result of former treatments with radium and carbon dioxide snow. On the left cheek there is an area of erythema. Investigations: Biopsies in 1940 and 1954 showed lymphocytoma, with lymphocytes and reticulum cells in the dermis. The biopsy of 1960 shows a lymphosarcoma, with lymphocytes and lymphoblasts. Treatment: The lymphocytoma has been treated with radium, carbon dioxide, X-rays and thorium-X. The lymphosarcoma was treated with X-rays (220 kV, 1 mm Al, 0 5 mm Cu, 250 r x 10) and showed an excellent response (Dr Walter Shanks).
